1
H NMR δ 9.98 (s, 1H, CHO), 7.18 (d, J = 2.8 Hz, 1H, aryl 2-H), 7.00 (dd, J = 8.9/2.8 Hz, 1H, aryl 6-H), 6.94 (d, J = 8.9 Hz, 1H, aryl 5-H), 6.60 (br s, 1H, OH), 1.40 (s, 9H, (CH 3 
4-(4-Methoxybenzyloxy)-3-formylphenyl pivalate (4)
. NaH 60% suspension in mineral oil (495 mg, equivalent to 297 mg of NaH, 12.37 mmol, 1.1 eq) was suspended in dry DMF (10 mL) at 0 °C, under a nitrogen atmosphere. To this was added 3-formyl-4-hydroxyphenyl pivalate (2) (2.500 g, 11.25 mmol) in dry DMF (5 mL) and p-methoxybenzyl bromide (2.488 g / 1.783 mL, 12.37 mmol, 1.1 eq) in dry DMF (5 mL). After overnight stirring at room temperature and removal of DMF in vacuo, the resulting slurry was dispersed in water (30 mL) and extracted with diethyl ether (Et 2 O) (4 x 25 mL). The combined organic fractions were washed with aqueous 2 M NaOH (20 mL) and brine (20 mL). After concentration the crude material was purified by FCC (eluent EtOAc/petroleum ether 40-60 (PE) 5:95 for 2 column volumes, 10:90 for 6 column volumes then 30:70) to give 1.267 g (33%) of white crystalline solid. Mp = 69 -71 °C; FT-IR 2972 (alkyl C-H, str), 2941, 2867 (aldehyde C-H, str), 1749 (ester C=O, str), 1684 (aldehyde C=O, str), 1612, 1587, 1517 (aryl, str), 1394 (C(CH 3 ) 3 , str), 1268, 1255 (ester C-O, str), 1127, 1093 (C-O-C, str), 869 (aryl C-H, bend, paradisubstituted ring); 1 H NMR δ 10.46 (s, 1H, CHO), 7.51 (d, J = 3.2 Hz, 1H, aryl 2-H), 7.34 (d, J = 9.0 Hz, 2H, PMB C-H meta to methoxy group), 7.23 (dd, J = 8.6/2.9 Hz, 1H, aryl 6-H), 7.06 (d, J = 9.0 Hz, 1H, aryl 5-H), 6.92 (d, J = 8.6 Hz, 2H, PMB C-H ortho to methoxy group), 5.10 (s, 2H, PMB S4 CH 2 ), 3.81 (s, 3H, PMB CH 3 ), 1.34 (s, 9H, (CH 3 ) 3 ); 13 C NMR δ 188.94 (CHO), 177.17 (ester C=O), 159.80 (PMB COCH 3 ), 158.74 (aryl 4-C), 144.81 (aryl 1-C), 129.23 (PMB C-H meta to methoxy group), 129.01 (PMB quaternary (4°) C para to methoxy group), 127.87 (aryl 6-C), 125.69 (aryl 3-C), 120.79 (aryl 2-C), 114.26 (aryl 5-C), 114.21 (PMB C-H ortho to methoxy group), 70.97 (PMB CH 2 
4-(4-Methoxybenzyloxy)-3-cyanophenyl pivalate (5). 4-(4-
)-3-formylphenyl pivalate (4) (1.250 g, 3.65 mmol) was dissolved in THF (5 mL) and aqueous 37% NH 3 solution (20 mL) with stirring. To this was added iodine (1.019 g, 4.02 mmol, 1.1 eq) and the mixture stirred for 2 hours at room temperature. After quenching with excess aqueous 10% sodium thiosulphate solution, the entire mixture was extracted with DCM (4 x 25 mL) and concentrated to afford 1.210 g (98%) of brown crystalline solid requiring no further purification. Mp = 95 -97 °C; FT-IR 2970, 2936, 2877 (alkyl C-H, str), 2231 (CN, str), 1749 (ester C=O, str), 1612, 1586, 1516 (aryl, str), 1392 (C(CH 3 ) 3 
2-(4-Methoxybenzyloxy)-5-hydroxybenzonitrile (6). 4-(4-
)-3-cyanophenyl pivalate (5) (1.200 g, 3.54 mmol) and sodium tert-butoxide (850 mg, 8.84 mmol, 2.5 eq) were dissolved in MeOH (30 mL) and stirred for 2 hours. After removal of MeOH in vacuo, the crude product was dispersed in water (40 mL) and washed with DCM (1 x 30 mL). This formed an inseparable emulsion and was passed through a celite filter (suction) to effect layer separation. The aqueous layer was then acidified to pH 4 with careful addition of conc HCl, before extraction with DCM (4 25 mL). Concentration of the combined organic extracts gave 311 mg (34%) of an orange solid, requiring no further purification. Mp = 165 -167 °C; FT-IR 3299 (br, O-H, str), 3055 (aryl C-H, str), 2930, 2835 (alkyl C-H, str), 2243 (CN, str), 1614, 1587, 1499 (aryl, str), 822 (aryl C-H, bend, para-disubstituted ring); 1 H NMR δ 7.36 (d, J = 8.5 Hz, 2H, PMB C-H meta to methoxy group), 7.03 (d, J = 2.9 Hz, 1H, aryl 6-H), 6.98 (dd, J = 8.6/2.9 Hz, 1H, aryl 4-H), 6.91 (d, J = 8.6 Hz, 2H, PMB C-H ortho to methoxy group), 6.88 (d, J = 9.2 Hz, 1H, aryl 3-H), 5.21 (br, s, OH), 5.07 (s, 2H, PMB CH 2 ), 3.81 (s, 3H, PMB CH 3 ). 
5-(2-(Allyloxy)ethoxy)-2-(4-methoxybenzyloxy)benzonitrile (7)
. 2-Allyloxyethanol (174 mg, 182 µL, 1.70 mmol, 1.5 eq), triphenylphosphine (449 mg, 1.70 mmol, 1.5 eq), and 2-(4-methoxybenzyloxy)-5-hydroxybenzonitrile (6) (290 mg, 1.14 mmol) were dissolved in DCM (10 mL). DIAD (346 mg, 337 µL, 1.70 mmol, 1.5 eq) was added dropwise to the reaction mixture and allowed to stir overnight. The reaction mixture was then transferred to a separating funnel and washed with aqueous 2 M NaOH (1 x 10 mL), and brine (1 x 10 mL). After concentration of the organic layer, purification was achieved via FCC (eluent EtOAc/PE 10:90 for 3 column volumes then 30:70) to give the desired product as clear colourless oil in quantitative yield. FT-IR 3019 (alkene C-H, str), 2936 (alkyl C-H, str), 2231 (CN, str), 1499 (aryl, str), 1107 (C-O-C, str), 930 (alkene C-H, deformation); 1 H NMR δ 7.35 (d, J = 8.7 Hz, 2H, PMB C-H meta to methoxy group), 7.08 (s, 1H, aryl 6-H), 7.07 (dd, J = 8.6/3.1 Hz, 1H, aryl 4-H), 6.92 (d, J = 9.4 Hz, 1H, aryl 3-H), 6.90 (d, J = 8.6 Hz, 2H, PMB C-H ortho to methoxy group), 5.82 -5.98 (m, 1H, H C ), 5.30 (ddt, J = 17.3/1.5/1.5 Hz, 1H, H A ), 5.21 (ddt, S5 J = 10.1/1.5/1.5 Hz, 1H, H B ), 5.08 (s, 2H, PMB CH 2 ), 4.05 -4.09 (m, 4H, CH 2 =CHCH 2 , CH 2 OAr), 3.81 (s, 3H, PMB CH 3 ), 3 .76 (t, J = 4.8 Hz, 2H, CH 2 CH 2 OAr). 13 C NMR δ 159.70 (PMB COCH 3 ), 155.06 (aryl 2-C), 152.78 (aryl 5-C), 134.51 (C-H C ), 129.00 (PMB C-H meta to methoxy group), 128.09 (PMB 4° C para to methoxy group), 121.69 (aryl 4-C), 118.68 (aryl 6-C), 117. 
5-(2-(Cyclopropylmethoxy)ethoxy)-2-hydroxybenzonitrile (8)
. 5-(2-(Allyloxy)ethoxy)-2-(4-methoxy benzyloxy)benzonitrile (7) (408 mg, 1.20 mmol) was dissolved in dry toluene (5 mL) under a nitrogen atmosphere and cooled to 0 °C with stirring. Diethyl zinc (2.40 mL as 1 M/hexanes, 2.40 mmol, 2 eq) was added, followed by dropwise addition of diiodomethane (644 mg / 194 µL, 2.40 mmol, 2 eq). After stirring for 15 minutes, the vessel was allowed to reach room temperature, and then stirred overnight. The reaction was quenched with aqueous saturated ammonium chloride solution (20 mL), before extraction with DCM (3 x 20 mL). After removal of solvent in vacuo, the residue was purified by FCC (eluent MeOH/DCM 1:199). The title compound was found to be the second band eluted from the flash column as 71 mg (25%) 
5-(2-(Cyclopropylmethoxy)ethoxy)-2-(4-methoxybenzyloxy)benzonitrile (9).
The title compound was the first of two bands to be eluted from the flash column in the synthesis of 5-(2-(cyclopropylmethoxy)ethoxy)-2-hydroxybenzonitrile (8), as 121 mg (29%) of dark yellow oil. FT 
2-((Oxiran-2-yl)methoxy)-5-(2-(cyclopropylmethoxy)ethoxy)benzonitrile (10)
. 5-(2-(cyclopropylmethoxy)ethoxy)-2-hydroxybenzonitrile (7) (70 mg, 0.30 mmol) and TEA (33 mg, 46 µL, 0.33 mmol, 1.1 eq) were dissolved in rac-epichlorohydrin ( 5 mL) and heated under reflux at 80 °C for 2 hours. Excess rac-epichlorohydrin was removed in vacuo before dissolving the crude residue in EtOAc (30 mL). After washing with aqueous 1 M HCl (10 mL), aqueous 1 M NaOH (10 mL) and brine (10 mL), the organic layer was concentrated to afford the desired epoxide in quantitative yield as clear colourless oil. FT-IR 2962, 2919 (alkyl C-H, str), 2227 (CN, str), 1501 (aryl, str), 1261, 800 (epoxide C-O, str), 1096 (C-O-C, str); 1 H NMR δ 7.09 (dd, J = 9.0/3. 
1-((4-(2-(Allyloxy)ethoxy)phenoxy)methyl)benzene (15).
2-Allyloxyethanol (2.043g, 2.139 mL, 20.00 mmol), 4-(benzyloxy)phenol (14) (4.806 g, 24.00 mmol, 1.2 eq) and triphenylphosphine (6.295 g, 24.00 mmol, 1.2 eq) were dissolved in DCM (60 mL). A solution of DIAD (4.853 g, 4.725 mL, 24.00 mmol, 1.2 eq) in DCM (20 mL) was added dropwise and the mixture allowed to stir at rt overnight. The mixture was concentrated under reduced pressure, and the residue dissolved in Et 2 O (100 mL) before washing with aq. 2M NaOH solution (2 x 40 mL), water (2 x 40 mL) and brine (30 mL). The organic phase was then concentrated to give the crude product. 
1-(2-(Cyclopropylmethoxy)ethoxy)-4-(benzyloxy)benzene (16).
1-((4-(2-(Allyloxy)ethoxy)phenoxy)methyl)benzene (15) (2.000 g, 7.03 mmol) was dissolved in anhydrous toluene (20 mL) and cooled to 0°C. To this stirred solution was added diethylzinc 1M in hexanes (14.07 mL, 14.07 mmol, 2eq) in one portion, followed by dropwise addition of diiodomethane (3.768 g, 1.133 mL, 14.07 mmol, 2eq). Stirring was continued at 0°C for a further 15 minutes, before allowing the mixture to warm to rt and stir overnight. After this time, TLC analysis (EtOAc/PE 1:9, plate run twice) indicated starting material was still present, so further diethylzinc 1M in hexanes (7.03 mL, 7.03 mmol, 1 eq) and diiodomethane (1.884 g, 0.567 mL, 7.03 mmol, 1eq) were added. Stirring was continued at rt for a further 48 hours, before final addition of diethylzinc 1M in hexanes (3.52 mL, 3.52 mmol, 0.5 eq) and S7 diiodomethane (0.942 g, 0.284 mL, 3.52 mmol, 0.5 eq). After stirring for a further overnight period at rt, the reaction was quenched by addition of saturated aq. NH 4 Cl solution (100 mL). The quenched mixture was extracted with DCM (3 x 50 mL) and the combined organic phases washed saturated aq. NaHCO 3 (30 mL) and water (30 mL). 
2-(Cyclopentyloxy)ethanol (21).
Zirconium chloride (10.021 g, 43 mmol, 1.1 eq) was dissolved in anhydrous THF (100 mL) under a nitrogen atmosphere. To this was added sodium borohydride (6.507 g, 172 mmol, 4.4 eq) in portions at rt with stirring, resulting in hydrogen gas evolution and formation of a cream suspension. A solution of cyclopentanone ethylene ketal (20) (5.000 g, 4.85 mL, 39 mmol) in anhydrous THF (50 mL) was added slowly whilst maintaining the vessel temperature between 0 -5 °C. After stirring at rt for 4 hours, the mixture was quenched with cautious addition of aqueous 2M HCl over an ice bath. All organic volatiles were removed under reduced pressure, and the remaining aqueous slurry extracted with EtOAc (3 x 50 mL). The combined organic layers were washed with brine (1 x 30 mL) before concentration to a crude oil. This was purified by FCC (eluent 
2-(4-Fluorophenethyloxy)acetic acid (23)
. NaH 60% suspension in mineral oil (2.400 g, equivalent to 1.440 g of NaH, 60 mmol, 2 eq) was weighed into a flame-dried flask and suspended in anhydrous DMF (60 mL) with stirring, under a nitrogen atmosphere. To this was added 4-fluorophenethyl alcohol (22) (4.205 g, 3.751 mL, 30 mL) and the temperature was raised to 60 °C with stirring for 15 minutes. Chloroacetic acid (2.835 g, 30 mmol, 1 eq) was added to the flask and the mixture allowed to stir at 60 °C for a further 2.5 hours. After cooling and removal of solvent, the residue was suspended in Et 2 O (30 mL) and extracted with water (2 x 30 mL). The combined aqueous layers were acidified with aq. 2M HCl (to around pH 3) before extraction with EtOAc (3 x 30 mL). After concentration under reduced pressure, the crude solid was recrystallised from cyclohexane to 
2-(4-Fluorophenethyloxy)ethanol (24).
Lithium aluminium hydride (472 mg, 12.45 mmol, 1 eq) was suspended in anhydrous THF (15 mL) with stirring, whilst cooling in an ice bath. 2-(4-Fluorophenethyloxy)acetic acid (23) (2.467 g, 12.45 mmol) in anhydrous THF (15 mL) was slowly dripped in the suspension over 10 minutes and the resulting mixture stirred overnight at rt under a nitrogen atmosphere. After quenching carefully with water, the suspension was filtered (gravity) and the filtrate concentrated to an oily residue. Purification was achieved by FCC (eluent EtOAc/hexanes 6:4), giving 1.52 g (67%) of clear, colourless oil. FT-IR 3417 (br, O-H, str), 2922, 2870 (alkyl C-H, str), 1510 (aryl, str), 1117 (C-O-C, str), 830 (aryl C-H, para-disubstituted ring). 
1-(2-(4-Fluorophenethyloxy)ethyloxy)-4-(benzyloxy)benzene (26b). 2-(4-Fluorophenethyloxy)-
ethanol (24) (1.417g, 7.78 mmol), triphenylphosphine (2.448g, 9.33 mmol, 1.2 eq), and 4-S9 (benzyloxy)phenol (14) (1.558g, 7.78 mmol, 1 eq) were dissolved in anhydrous DCM (30 mL) under a nitrogen atmosphere. Di-tert-butyl azodicarboxylate (2.149g, 9.33 mmol, 1.2 eq) in anhydrous DCM (10 mL) was added dropwise to the reaction mixture before stirring for 4 hours at rt. After removal of approximately half of the solvent from the reaction mixture under reduced pressure, the resulting slurry was diluted with hexanes (30 mL) and washed with aq. 2M HCl (2 x 30 mL), aq. 2M NaOH (2 x 30 mL), water (2 x 30 mL) and brine (1 x 
1-((4-(2-Ethoxyethoxy)phenoxy)methyl)benzene (26c).
2-Ethoxyethanol (25) (0.901 g, 10.00 mmol), triphenylphosphine (3.147 g, 12.00 mmol, 1.2 eq), and 4-(benzyloxy)phenol (14) (2.403 g, 12.00 mmol, 1.2 eq) were dissolved in anhydrous DCM (40 mL) under a nitrogen atmosphere. Diethyl azodicarboxylate (2.090 g, 1.890 mL, 12.00 mmol, 1.2 eq) in anhydrous DCM (10 mL) was added dropwise to the reaction mixture before stirring for 48 hours at rt. After removal of approximately half of the solvent from the reaction mixture under reduced pressure, the resulting slurry was diluted with hexanes (150 mL) and washed with aq. 2M NaOH (2 x 70 mL), water (2 x 70 mL) and brine (1 x 70 mL). The organic layer was concentrated and purified by FCC (eluent EtOAc/hexanes 20:80) to give 2.324 g (85%) of white crystalline solid. Mp = 32.5 -34.5 °C (lit: 35 -37 °C); 
4-(2-Ethoxyethoxy)phenol (27c).
1-((4-(2-Ethoxyethoxy)phenoxy)methyl) benzene (26c) (904 mg, 3.32 mmol) was hydrogenated according to the general procedure for O-benzyl deprotection to give a S10 viscous amber oil. The crude oil was dissolved in DCM (20 mL) and washed with aq. 2M NaOH (3 x 20 mL). The combined aqueous extracts were acidified with conc. HCl (until the pH was below 7) to effect an emulsion, before extracting with DCM (3 x 30 mL). The combined organic layers were washed with water (1 x 30 mL) and brine (1 x (2-(4-Fluorophenethyloxy) ethyloxy)phenoxy)methyl)oxirane (28b). NaH 60% suspension in mineral oil (13 mg, equivalent to 7.8 mg of NaH, 0.33 mmol, 1.1 eq) was suspended in anhydrous DMF (2 mL) with stirring, under a nitrogen atmosphere.
2-((4-
To this was added 4-(2-(4-fluorophenethyloxy)ethyloxy)phenol (27b) (82 mg, 0.30 mmol) in anhydrous DMF (4 mL) and stirred until no further hydrogen gas evolution was visible. rac-Epichlorohydrin (800 µL, 10.22 mmol, 34 eq) was added and the reaction stirred overnight at rt. The reaction mixture was diluted with water (30 mL) before extraction with Et 2 O (3 x 30 mL). The combined organic extracts were concentrated before purification over a silica plug (initial wash with hexanes, followed by EtOH/DCM 5:95) to give 70 mg (71%) of clear yellow oil. FT-IR 3051 (epoxide C-H, str, weak), 2871, 2923 (alkyl C-H, str), 1508 (aryl, str), 1229 (C-F), 1124 (C-O-C, str), 827 (aryl C-H, bend, para-disubstituted ring); 
2-((4-(2-Ethoxyethoxy)phenoxy)methyl)oxirane (28c). 4-(2-
)phenol (27c) (413 mg, 2.27 mmol) was dissolved in aqueous 2M NaOH solution (4.0 mL) and stirred for 10 minutes. racEpichlorohydrin (533 µL, 6.81 mmol, 3 eq) was added and the mixture stirred at 60 °C for 24 hours. The cooled mixture was extracted with DCM (3 x 20 mL) and the organic layers combined. After concentration under reduced pressure, the crude product was purified by FCC (eluent Et 2 O) to give 417 mg (84%) of clear colourless oil. FT-IR 2975, 2927, 2872 (alkyl C-H, str), 1508 (aryl, str), 1231 (epoxide C-C, str), 1122 (C-O-C, str), 826 (aryl C-H, bend, para-disubstituted ring); 3-(4-(2-(4-Fluorophenethyloxy) 3-(4-(2-Ethoxyethoxy)phenoxy)-2-hydroxypropylamino)ethyl)-3-(4-hydroxyphenyl) Aminoethyl)-3-(o-tolyl)urea (32b) . 1,2-Ethanediamine (11) (11.3 g, 12.5 mL, 188 mmol, 50 eq) was diluted with anhydrous DCM (15 mL) under a nitrogen atmosphere and cooled to 0 °C. To this, a solution of o-tolyl isocyanate (500 mg, 466 µL, 3.76 mmol) in anhydrous DCM (7.5 mL) was added dropwise. After 30 minutes of stirring at rt, all solvent was removed and the crude slurry purified by FCC (eluent 37% aq NH 3 tert-Butyl 2-aminoethylcarbamate (31). 1,2-Ethanediamine (11) (50 mL, 927 mmol, 8.75 eq) was diluted in DCM (200 mL) with vigorous stirring. Di-tert-butyl dicarbonate (23.2 g, 106 mmol) was dissolved in DCM (1.3 L) and then added dropwise to the solution of 1,2-ethanediamine over 24 hours. After removal of all volatiles, the remaining residue was partitioned between water (250 mL) and DCM (250 mL). The aqueous layer was washed again with DCM (250 mL) before combining the organic solvents and concentrating. The residue was dissolved in aq. 0.5M KHSO 4 (250 mL) and washed with DCM (2 x 100 mL). The aqueous layer was then basified with aq. 2M NaOH before final extraction with DCM (4 x 100 mL). The combined organic extracts were dried and concentrated -butyl 2-(3-phenylureido)ethyl  carbamates (32a and 32c-r) . tert-Butyl 2-aminoethylcarbamate (31) (1 eq) was dissolved in anhydrous DCM (10 mL) and cooled to 0 °C with stirring under a nitrogen atmosphere. To this was added dropwise, a solution of the desired substituted phenylisocyanate (500 mg) in anhydrous DCM (5 mL). The mixture was stirred overnight at rt, before addition of hexanes until precipitation occurred. The solid mass was collected by filtration (vacuum) and washed with hexanes before drying in vacuo. 4° C), 120.93, 120.45, 110.54 (aromatic C-H), 117.94 (aryl 6-C 2-(3-(4-fluorophenyl)ureido)ethylcarbamate (32j) . Yield: 85%, white amorphous solid; mp = 152 -154 °C; FT-IR 3340 (carbamate N-H, str), 2979, 2940 (alkyl C-H, str), 1686  (carbamate C=O, str), 1639 (urea C=O, str), 1509 (aryl, str), 1286 (C-F, str) , 834 (aryl C-H bend paradisubstituted aromatic ring); 1-(2-aminoethyl)-3-(phenyl)urea  hydrochlorides (33a and 33c-r) . The desired phenyl substituted Boc-protected phenylurea (compounds 32a and 32c-r) was dissolved in MeOH (6 mL) with the aid of sonication and heat if necessary. This was then added to vigorously stirred concentrated aqueous HCl (5 mL) and stirred for 3 hours. All solvents were removed under reduced pressure, and the resulting hydrochloride salts of the desired compounds were freeze-dried. 1-(2-Aminoethyl)-3-(3-methoxyphenyl)urea hydrochloride (33f) . Yield: 99%, white amorphous solid; mp = 183 -188 °C; 3301 (urea N-H, str) 1-(2-Aminoethyl)-3-(2-chlorophenyl)urea hydrochloride (33k) . Yield: 80%, white amorphous solid; mp = 205 -207 °C; N-H, str) Hydroxyphenyl)-3-(2-phthalimidoethyl)urea (36a) . A solution of 3-phthalimidopropanoic acid (35) (2.000 g, 9.12 mmol), diphenylphosphoryl azide (1.966 mL, 9.12 mmol, 1 eq) and TEA (2.543 ml, 2 eq, 18.25 mmol) in anhydrous toluene (60 mL) was stirred at rt, under a nitrogen atmosphere. After disappearance of starting materials by TLC (approximately 1 hour), the mixture was refluxed to promote conversion to the isocyanate. After evolution of nitrogen gas had ceased, the reaction mixture was split into half (by volume). 2-aminophenol (747 mg, 1.5 eq, 6.84 mmol) was added to one half of the isocyanate solution and stirred under reflux for 16 hours. On cooling to rt a yellow precipitate formed, which was collected by filtration (suction) and washed with EtOAc. On drying, 867 mg (75%) of pale yellow solid was obtained requiring no further purification. Mp = 219 -220 °C; FT-IR 3368 (O-H, str), 3342 (urea N-H, str), 1770, 1709 (phth C=O, str), 1674 (urea C=O, str), 1575 (aryl, str), 740, 712 (aryl C-H, bend, ortho-disubstituted ring); Hydroxyphenyl)-3-(2-phthalimidoethyl)urea (36b) . Isocyanate solution was prepared as described for 1-(2-hydroxyphenyl)-3-(2-phthalimidoethyl) urea (36a). To the remaining half portion was added 3-aminophenol (747 mg, 1.5 eq, 6.84 mmol) and stirred under reflux for 16 hours. After cooling and removal of solvent, the crude residue was dispersed in EtOAc (50 mL) and washed with aqueous 2M HCl (2 x 30 mL). Concentration of the organic layer gave 
1-(2-(
s, 1H, phenol), 8.22 (s, 1H, NH(C=O)NHAr), 7.28 (dd, J = 8.3/5.8 Hz, 2H, 3-H and 5-H of fluorophenyl ring), 7.14 (d, J = 8.8 Hz, 2H, aryl C-H ortho to urea), 7.08 (dd, J = 8.9/8.9 Hz, 2H, 2-H and 6-H of fluorophenyl ring), 6.82, 6.85 (d, J = 9.3 Hz, 2 x 2H, aryl-dioxy ring), 6.62 (d, J = 8.8 Hz, 2H,

1-(2-
to give 12.98g (87%) of viscous translucent oil. FT-IR 3354 (1° amine N-H, str), 2977, 2933 (alkyl C-H, str), 1694 (carbamate C=O, str), 1524 (carbamate -amide N-H bend), 1392, 1366 (C(CH 3 ) 3 , str), 1252, 1174 (C-O, str); 1 H NMR δ 5.16 (br s, 1H, CONH), 3.06 -3.10 (m, 2H, CH 2 NH), 2.71 (t, J = 6 Hz
tert-Butyl 2-(3-phenylureido)ethylcarbamate (32a)
.
tert-Butyl
C=O)NHAr), 7.59 (d, J = 9.1 Hz, 2H, aryl C-H), 7.55 (d, J = 9.1 Hz, 2H, aryl C-H), 6.88 (t, J = 5.3 Hz, 1H, NH(C=O)NHAr), 6.31 (t, J = 5.5 Hz, 1H, O(C=O)NH), 3.13 (dt, J = 6.3/6.3 Hz, 2H, CH 2 NH(C=O)NH), 3.01 (dt, J = 5.8/5.8 Hz, 2H, CH 2 NH(C=O)O), 1.37 (s, 9H, C(CH
1-(2-Aminoethyl
1-(2-
1-(3-
1-(2-Aminoethyl)-3-(2-hydroxyphenyl)urea hydrochloride (33t).
A solution of 1-(2-hydroxyphenyl)-3-(2-phthalimidoethyl)urea (36a) (700mg, 2.13 mmol) and hydrazine monohydrate (232 µl, 4.5 mmol, 2.1 eq) in EtOH (20 mL) was stirred under reflux for 2 hours. After cooling to rt, solvent was removed in vacuo. The crude residue was dispersed in EtOAc (30 mL) and washed with aq. 2M HCl (2 x 30 mL). The combined aqueous layers were concentrated under reduced pressure to give 296 mg (60%) of yellow solid requiring no further purification. 
